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DESCRIPTION

Varapamil mydrochionge i a calcium w0 iflux iMhIDAGT (siow-channel
Diockar or CaiCwwm ion antagomst) The 1abiats are desgnad tor
wxtenged-reiease of Whe grug 0 Th Qastromisstinal tract. axtended-
raleass characisnghcs are not sitered when the Disected @biets are
dmnaea 1n hatt
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Verapamil hyarochionas +s an 3iMost whily. crystailine powder

practically 'ree of 000 with 2 butter tast. 1t 3otuble 1n wikir,
otorm and Verapamil hyrl 15 NOt EABMICHHY
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rrisase Lbiets contain e tollowing
inactive |ngrlmlﬂ15 hydroxypropyl maihyicsllulose. magnesium
stearate. methacrylic 3010 MiCroerystaling celluioss. polysthylens
Giveol. potysorhate 80. DOVIOONE. spdium aiingte nd ttahium dioxie
The toliewng ara he SOKT 2004ves per Gablet Strengin

Strangtn (mg) Coior Addrrva(s)
120 FDAC Reg #40 Aluminurm Lake
240 Yeligw #10 'on Oxide

Hed 230 iron Oxre

Tae in-witre USP Drup Rusase Te,1 for the Verapami hydrochiorde

saended-reiease 120 mg tablets 1 pending

Tne verapami nvdrochicnide exiencad-reiease tablets USP 240 mg

meet USP Drug Relsase Test 2

CLINICAL PHARMACOLOGY

Yeragamil is 3 CHTum N 1Atux whibtgr (siow-channel bioCie! OF

CHCILM oN ANAgOMST) tRal enerts its pnyrmacologic eftecls by

mooutating the snhax Of 1IONIC CACWM aCross the ¢t membrane of the

artenal SMooin MuSCH 35 Weh s 0 conductie ana contrachle
mvocardia cells

Mechaniem ol Attion

Exsentiai Nypearteagion. Verzpam exert” Jntihvoenensive eHects by

DRCIRASING SYSIEMIG VASCUIZN ESiStance USL Ihy wilhoul prinostal

GeCTeases 1N DIOGO oressure of 1etiey LACNY( /11 DradvCardid (73t

less than 50 DEJts miny s vncommon (1 4' . Juring 1sometng o

d¥namic BxeICISE verapaAMmil SOeS NOL lter sy ' . cardiac TuAchion in

DAlHNTE with normal ventricylar funghipn

Verapamn Qoes NOl aNee 1013l S41aM CICI * ikvels HOWeVEr One

report suggesied IRl cACwm vt 300ve [P nOMM3l Fange may aner

tne therapeulic eMect Of varapam.

Diher pR3IMacoIOQIC ACUONS of veracamil i yge the tohowing.
Vetapamil @iates tNe INain coronar. arfenes and coronary
anengies Doth N nOrMmal ang ischem . reqions and 15 a polernf
mnibitgr o COfONATY AM#1y Spasgm whether §pontaneous or
ergongvine-nguced This DroperTy INCreases MyocarQul orygen
01Ty W0 DAIENTS WiTN COTORry driery S02SM and 1S FESpOnsIDie
lor the efiectiveness OF verdtami 1N vasOSpashe tPrinzmetal s o
vANND A% welb &S unstable anging At reSl WREIRS! This etect DIdvs
ANy S48 10 CLASSICA) EMOM JNQING 15 NOT CHEAT DUt STUOMS OF exerCise
101£7aNCE N3ve NOI SNOWR 3N “NCIEASE 10 INE MIACIMUM BEBIGISP
rate-pressure progus! a widly aCCEpLEd measute ol oeyper
umzanon This suQgests that wn general renel of Spasm o guahen
Of COTaNary AMENes 15 Kot an IMperant factan i Cassical angina
Verapami reguiariy renules “he 19131 SySIEMIC resistance
1aNnenoad| against whiCh the TEM works GOTN 31 rast and at a
given ievel Of ExercISe Dy duanr g penpneral amenoies
Electricar actnty thegugh e AY node depends fo a siprificant
gegree ypon calcium n'. 1 TNCOUQN INE 10w Channel By
Oecrzasing the influx ! Cah Jm verapamil proiongs Ine eftective
TEMACTOrY herind withic the - v node and SIOws AV conguchon in 3
1318 TRIZ 160 Manter
NOrmar SinyS MyMm 1% urwidhy nol 3Mecied Bul in catents with
$1Ck SINUS SYNOTOME VEIApAMit May nteriers wilh Sinus-noge
1Mpwise generalion and Mayv NALCE SiNUS Jrfes! of SINDAING.
DIOCK  ATOOvEAITICUlar block Can oCcur In patients without
Preensung Conduchon delacts rsee WARNINGS|
VErapamn QOES NOT FMEr 1he aormal atral aclion potential ot
INU3VENInCular CONUCHON Me DUl JERTESSES IMDIlute veintHy
o' depolarizahen ang COREUCTIQN N gEpressed alral hdes
Y£13D3MiE M3y SNOMEN e INTEQIACE SNECtive 1ETraLIory Denot 0t
the accessory DyDASS 1ract ALCEIral 3n Of weninCuldr rate an¢or
ventfcuiar LBrIlalion Nas DEEn rep rted R JANENts with 3l iat
Hufter or atnal HGrNANON ANG 3 o) STNG Bccesiory AV path:iay
foligwing JUmmisteation of verapamil see WARNINGS)

Verapam: has a iocal anesIENC 3¢ ON thal 15 1 6 imes tha o!
DfOCAINe 0N 3N £QUIMOIAl BASIS 1L 1S NOT KAGwRh whelher fis
achon 15 1mpErtant ai the goses used o man

Phasmacouinatics and Metabolism: Win the immaiate-reiease

tormylaftop more than §0° ot tne Orabv aaministaren gose of

¥erapamil fygrochionde 15 absoroea  Becaust o1 1api0

Bioiranstormanon ol verapamit Rydrochionde dunng ns first pass

Througn N pONa CICUNGN  DIOFvAADIbty ranges from 20%s 1o 35%.

Pean Dlasma CONCENTTAnONS e 1eacheg DeETween 1 and 2 hours afer

oral aarmmistranon Chromic oray ddmimisiraucn of 120 mg of verapamil

fyarochiofide every 6 hours resulled «n CIASMA Hevels Of vel1agam:
ranging ltom 12510 400 AJ ML with highet values reporied
oCCasionaily A NGNUNER COTrEIFTION Delween the verapamil dose

AGTISIEEN 3R e ADIMII DIASMA lewels O rs prist

i adrly 088 birzboh wiih vErApHTW 2 MALONSND Lusls Detween
voragamil plsssa coacentration snd proloogibon of e PR nmival.
Howswver, Guig) Chotrer SOTMETSLTINON his RIERONShY My CepDEN.
The Maat shrranaieon bait-ily i smghi-fitkd Saxies ranged irom 2.8 1
7.4 hours. |0 THISS SRS STUNS. STSY repetiove dORMYG. the hatf-ite
incraasad 16 4 range trom 4.5 (o 12.0 hours (sttar leas than 10
consacyive dosen gren B hours searl). Hal-kh of verapami may
NCTRESE OUNNG DAFERON, mmu_\mm

not been SUCH pabieny g O YDA My
be a1 nek andt 23 uss N ThESE patents N CONtrANAICIted {300
CONTRAINDICATIONS)

Treatment 5 usudlly DC-carteovergion. CArOvarsion has been
usid Satwly a0 #TECTVEty STeT Ory veraDaT

Asnaventncuiar Block: The efiect of verapanw on AV conducton
wl the S node marv casse sEyMOTOMatK: hest-osgree AY biock
ane oy nodal
PR-umonul 13 COTraiated with
verapamil m CORCENITaLONS wsDeclly dunng the aatly
MAVON DPRasEs 07 INETApY. Hghet sagreat of AV Diock Mawavar,
y (0.8%) 0dserved Marked hrit-oegree Diock of

10 second- Of thirt-Oegree AV Diock

he pasma mda N BiOOd pressry. Iicap
MMmumdM Emmnaton hatl-

irte may bé projonged m the slderty

in mulhpw dose Studies uncer fashng the y wee
maasured by AUC of varapamil frydroc! viease biats

was gimiiar 10 il e fUAME rates of

ADIOMUON werd. of COUrse. orfarens,

in & ranovmized. single-0ose. cross0ver Siudy using healtny

voluntears, administration 01 verdpdmil hydrochionds extended-

reiease tabiets with 100d Prodyced lowar pesk concentrations,

Gelayed 1ume 10 DESK. ANC WSAr 1ot absorption (AUC). than whan

the procduct was A0MWISINSd 10 lasting SUbECHL. Samear rsults were
for piasrd NOTveragams. Food s Sroduces oscreased

cemonstrated
tioavailapisity ¢AUC) but 8 mrmwl! Dllll to-trough rate. Good
but controdied Stucws

of goss and
Mn shown 55 0f doses
mmlllrio e gttectve 003es of immedite-reiease verapamil.
In healthy man. orally

SxtEnSive MALDONSM 10 The Iver. Twelve Matadolites have veen
wentstied In plasma. all except norvarapamil are presant in trace
amounts only. Norverapamil can reach steady-3iate glasma
CoRCentrabons approximareyy soust 1o those of veraoamw myah. The
cardiovascuiar activity of ROPraBATI| APDAAFS 10 be Approximatety
20% man of verapamil. Approxmasly 70% of an admaustered doss s
wxcteted &3 metabolives «n the unne 2nd 16% or more i the feces
vathun & aays. About 3% 10 4% 13 axcraied m the unne at unchanged
drug. AZDoximately 90% @ bound 10 pasma prowms. in patenis with
PEDILE INSUMICHNCY, METADOISM of ymmadiate-raieass verapsmil is
delayed 200 whmination hatf-ite prosonQRa up 10 14 10 16 hours (see
PRECAUTIONS): the volume of QIStnbuticn 5 ncreassd and plasma

mlurfn 2 teQUCHION . 0OSAQE OF. I TBFE INSTINLAS,
disconnnuation of varapamd hydrochionos sad mstituton of
ADTOPNRLY haTay. GEDENANNG UGN 1 CACA] BITUALION
Patinats with Hypariraphic Cardismyopathy (IMSS): n 120
patients wih hypertrophc Cargidmyoppthy (mast of tham

v of o p who therapy
With verapami at doses up 10 720 mg/day. & vanety of S8MI0US
atverse etiects were seen Three panents dad in puimonary
0B’ 2l had SEVere Jeft VENNCular OUTow CLITUCTION AR 4
PIST Mistory of ler venmcuiar cvslunchon. Exght othar pabents
haa DUHMONENY SGemE androt seatd NYDONNSION. ALN0MAky
nigh (greater than 20 mm 1)) DUMONArY weOge PESSUME and §
ared left vemncukae QUTHOw DDSIfUChOn wers Dresent m MO
of these paments Concomitant amiMEiTaton of quewdne (308
o [ e seveare miogtihed
patienis (2 ol whom Seveloped puimonary stamal Sinus
bracycartia occumed # 11% ot the pieis. sacond-cegree AV
block W 4%. A0 Bnus arrest o 2% I MUst D M00HGutd that
s groun of panents na0 & $EN0us 0saase with 3 high Mortaity
rate. Most adverse gHects wiil 1o Ose and
Ondy ranely 010 Verapami use have [0 be JiSCONNUd

PRECAUTIONS

General

Use in Patiants wilh impairad Hapatiz Faaction: Since

\maoanm *s highiy matabolized by e Livel. 1t should B¢
red y 10 pabents wilh 'MpaIEd NepALIC

cieurance reduced to about 30% of normal values
SUGQES That DATHNLS with iver dySiunch:on May attain Therapaunic
VEFADNTH DHISIT CONCENtrabons with one third o the ol dady dose
requyad 10/ pabents with normal inver function

Atter tour wenks of oral dosing {120 mp q.1.d.), verapamii and
norvarapamil igvals were noted o the cerebrospingl tiuid with
estimaied partinan coatficiant of 0.08 tor veragasmi and 0.04 for
AONAFADAMI

In 1en heatthy males. adTevstraton of oral verapamil (80 my every 8
hours for § 0avsi and 2 wngie ot dose of #thanol (0.8 gAg) resulted
102 17% InCraase i mean paak #Hanol Loncentraons (106 45:21 40
0 12423524 74 mpenr/JL} Zompared 10 pidcebo. The Med under the
blood #thanoi conCentral-on vergur. hme Curve {AUC over 12 hours)
wcrazsed by 30% (357 £7298 52 10 475.07287.24 mgenrral}
Verapami AUCs wary zosrively corretated (r=0.71} 10 increased
ehanol blood AUC valve: [See PR CAUTIONS: Drug Imaracnons |
Hemecynamicy and Myocandia! Metadolism: Verapamil iydrochioride
requces aferibad and r. . ocargual (ANIFACTNLY. IMproved KM ventnicular
GSIONC fUnction 1n it =M with (HSS and those with coronary heart
disaase has iSO DIt 1 piserved it verapamil ydrochignide. in most
patints. inCluding 'hose with ¢manic Cardiat disaase. the neganve
NGtoMIC achen ot * ¢ aparmil 1s countered by reduttion of ateroad,
and cardiac hoex 1: Jbudlly dot raduced Howevar m patienis with
severe il ventncu 4 dysiunci-on (0.9, puitonary weage pressure
apove 20 MM HG ©F MECHON traction iess than 30%I. or in pahents
taking bald-20rens uc blocking sqants or other cardiodepressant
arugs detenioretian of VERINCIHA! tUNCLen mey arcyr (882 DIve
inlaractions

Pulmonary Functien: Varapami: does not Induce bronchoconstnction
ano Nence (0&S NG IMPAN vERULLONY funclion

INDICATIONS AND USAGE

Verapamid hygrochionae giease tabiets are for the
management gt essential hyperienstort .
CONTRAINDICATIONS

varapami hydroehicnde elease tabiets are in

1 Severe ket vemincuiar dystunction (see WARNINGS)

21 Hypolension (sysiohe pressure iess than 99 mm Hp) or
CAIOQQenIC SHock

3 Sick sinps syndrome (except n patents with a lunchionmg artitcal
VEN{FCULAr pacama @)

4 Second- or thurd degres AV bloch jexcepl it patients with 2
Tunchoning artrhcial ventnculd! pa amake!)

5 Pauears wiih pnal figtter pr ateal libnllaten angd an accessory
Dypass tracl (e g Wolt-Parunson-Wnie. Lown-Ganong-Leving
synaromes (see WAANINGS:

& Palents wih known nypersensitinity 1o verapamil ydrochionde

WARNINGS
Hamrt Faiure: Veraparmi has 3 negative INOropIC atfect which sn mos!
patients 1S compensaied by i1s afterioad reduchion (decreased systemic
VESCUIt 1esislance) properties wiROUT @ NEl IMBAIFMERt Df ventricular
perlormance In cumical expeniance with 4 954 patients, 87 (+.8%)
aeveioDed congestive hean talure or pulmonary edama Verapamit
shoukd be avoided 1N panents with severe laft ventncutar dystunction
(EQ  BHCHON Tratlioh ss than I0%) or moderate fo Savars Symploms
of LAt tatiure ang 0 paneris with any degree o1 vantricular
oystuacthion f they are recewving 1 beta-aorenerpc biccker (see Drug
imjerachions) Patents wath maider ventncutar dysfunchion showld. if
DHSICHE be COMTBed with GDIMUM oS of Siahs and/or diurtKs
betore verapamil freatment (NoTe snraractions with digoxtn unger
PRECAUTIONS
0c he phat g seton of Mmay

oroduce 3 oecrease »n bioad pressure DElow NDFMA) ivels. which may
18501 0 Qu2liness or symptomatic hypotension The incidence of
fhypoiension observed in & 954 panents ensolied » Chmcal thals was
2 5% In hyperlensive panients Gecreases in Hicod pressure beiow
notmal ace unusual Tit-tabie testing (B0 degrees) was not abie to
NOUCE CANGSIANE nvnmensm

£) d Liver Enzy . ot wth and withpyt
[ n pikanng p and bilvubin have beer
reported Such eievations have somelimes been francient and may
gisappear even n the tace o CONtNued vorapamil talment Several
cases ot hepatoceiidar injury related 10 varapamic have Duen proven by
echlienge haM of these had £hrcal Symploms (Maldise fevar anduor
nghT upper Quadrant paing (n adémon to sevations of 56 7. SGPT and
alnzime phosphatase Periodic monidoring of Nver function 15 palents
Tecerving verapami (s theretors prudent
Accozsory Bypaze Tracl (WeMi-Parkinson-Whiis ar Lawn-Ganong-
iLeving): Some patrenys with paroxysmal and/ar cheanic atnial
hDewlaton ar atrl lefter and 2 COENSDNG accessory AV Lithway have
developed nCreased anteQrage conduchion across thy atcessary
pathway bypassing the AV node produding 2 vefy FApIG vinintular
reponse or ventncular Bonl aner
101 drgrranss Although a nisk of IS aCeurnag mm oral verapami! has

tunction. Sévere iver th he Tai-
hie of immeagiaie-reisase v!rlumn 1o mul 14 1o 16 hours.
hence. approxmately 30% of the dosa given to palents with
normal Irver Tunclon should be admanstenss 10 these palents,
Caretul monionng for ABROrMa proiongation of the PR mterval
or ather signs 21 excessive pnail hacolopc attects (Bas

- DVERDOSAGE) shoukt ba carmed oul

Use in Patiants wilh Allspwsied [Decrezsed} Newrsmustnist
Transmissian: |1 (35 Deen (aponed thal varadamit OeCreases

with D ]
Poiongs Mcovery trom
the neuromuscular DIocking agent vecuronium. It may o
necessary to O#Créase tha dosage of varapamil when i i3
administerad ta patients wilh altenualed neuromuscutar
rANSMiEsIon
Use ix Patiants with impaired Ranal Fowction: About T0% of an
aormristerad gose ol verapamii (s excreted as metaoltes in the
urne YERApIMIl 13 nOt ramoved Oy hamodipivsis. Lintil further
data are avaiabie. verapamil should De s0MMstered cautiously
to patents with imgairad renal tunction These patwnts shoukl
be caretully moninored for abnarmal protonganion of the PR
snterval or Oher siQns of ovaraosage (sa¢ DVERDOSAGE)
chons
leckars: Concamilant tharapy with Bela-aarensfpic
béOCKErs ANG verapamil may resud in a0ginve negative eftects on
neart rate. airiovenincudan tanduchion. andior cardoe
contrattibty Tne compunahon Of BT une. tetvase aranamii 3
BALE- JOTANGIGIC BIOCKING AQONTS NES N0l Dawn studked Howe)
there have been repons o extestive bradycirdu 3nd AV Dioch,
NCluding comphele haart HOCK, when the compination has been
used lor the traatment of Ryperiension For Ryperignsivae
patiants. the nsks of combined therapy may gh the
patential banehts The combinabon should be used oniy with
Caution and close monnonng
Asympiomatic bradycardid {36 beats/min) with 3 wandering
2113} pacemaxer Nas been obsarvad in 2 pahienl receving
CONCOMItANL imolol (& Data-adrenergic bincker; eyadrops and
oral varapamit
A deCrease in matoprolol and pOpranciol Catance has been
obiserved when @iIdEr drug 13 Mmnisiered concommantty with
verapamul A vanable eftect s been seen when verapamil and
atenciol were Given together
Digitadiz: Chinicat use of verapamil in gignshzed patients hat
shown the comBindlion (0 e we tokerated if digonn doses are
propesly d. Chromc very, an
Serum digoxn ievels by 50% 10 75% wm\g fha frst week of
terapy. and this can result m oigitalis towcity In panenis with
Reatc Cirenosis the infigence of varapamit on digomn KINBICS IS
magnitied Verapimi may reguce total body chearance and
exirarenal clearance of dignoxm by 27% and 28%. respectively.
Maintenance digitalizatien doses shoulo be reduced when
verapamil 5 agrminisiered, and the patseni should be carelully
MonAored 16 avend Over- OF unosrdigHalizangn Whenavar
averdignaization 15 suspected. the daity dase of digtahs shoukd
be reduced of Upan o o
varapamil hydroch onde the patient should be reassessad to
avoud undaroKitehzation
Antik Apomis: \ Y
With oral antbhyseriensive dgenis (& g . vasoduators,
ANgrorensin-convering enzyme mbitars. diurdlics. bdele-
blockers) wiil usuady nave an addiive etiect on towsnng bicod
pressure Patienii receving these combindlgns 3hould ba
aperopriataly manstorsd. Concomitant vse of sgents that
attenuate alpha-adranergis lnchion wik verapami may resylt m
2 1e0uCTION 1N DI0OD Dressure That 1S EXCEISIVE IN SOME AN
Such 3n effec] was cbserved in one $ludy 1ellowing the
concomitant admenisiration of verapamil and prarosn
Anftarriythmic Agenis
Disopyramide: Unti data on poss:ble ineractions between
verapamil ang disopyramde phosphale are oblaned,
dsopyramide $houid nol De BOMas1Eres within 43 hours belore
or 24 hours after verapamil admnistration
Fiscainide: A siudy 10 NEaitny vOlunieers showed that the
CONCOMILANT a0mmsuatian of listamde @nd verapamii may have
adddive ettects on myocarcial contraciiity AV condection. and
repolarization Concomaant therapy wah Hecainide and
verapamil may result in addiive negalive inoiropic etect and
prodgngaton of atnovenincular conduction
Ouiniding; In 3 small cumber of patients with hyperirophic
cargiomyopathy (IHSS) :om:omll:m use of verapamil and
q resulied Lt Turther dats
are tharapy of and L
panents w-rn Ryperirophic Cardidmyapalhy Should probably be
Jvouded
Tha eiecirophysiclogic eMatts of quimidine and varapamii on AV
conguchion were sludied i B palients Verapamit signiicantly




Ml el WD EiDiey W MU G Wl Y husiawe =

as been 2 report of mraased Quanidine inveis WM

theragy.

Mrainr Verapamd hes bewt grven with shori-
and iong-acling AItrSTes without! eny wndesirable dreg
merchons The prammacologe; profie of both drugs end the
Chet EXDETIMCE SUDDEST benaficisl Ity CHONS.

Atsabat- Verapamil mas been tound 1o significanty inhibit
sthano! sliminalicn resytting in sigvated bicod etnanol
concentRAoONS (Al M3y Droiong e intoxicanng eftacts of

v Labe e oon

mmmmmm:’rmm
rates below 50/mtn ot rast octurred 1n 15% of patients ang
SeYmpiDmatic hypolsnson scoumed i 5% of pehents
The foliwan FECHONT. MeDOrIY M 1% OF WeaE O PRLEMS. OCCUTed
n0er CONHONE (00N trbis. MVADNY SXDENENCH) Whets & Causd
FRMIGONEIND % UNCETTNN thay 870 hsisd 10 akrt I Physicen to 2
PORSDN retatOnshe:
Carievemepiar. angina pectons. Innnmmuhrdmmnon chest
pam, myocardial . BUTPUR)
{YRSCUITS). SymCope

Srstam:

ary Mouth, pastromgsunal ditrels,

conol. (see CLINICAL PHARMACOLOGY F (]
Metabolism)
[

T between o ang

a0mantieced VETRIAMIT s MOE Deen STUCWC. Vanabie resoits on
tlearance have basn oBtained i ACUT Sludws Of heatthy
voIUnIeers: cinsrance of verapamit was erther mowsed or

uncnanged.
Lithiam: Incveased sensitivity to the ettects of Hthiom
{ndurttoactty) has been reporied durng Concomant veragami-
Wthium therapy: WU ievaiS have besn DOserved sometmes 10
WCIRISE. SOMBMES |0 Gecreass. And SOMEDMES 1 be LNChANDed
Prbents recenang Dot arugs St D8 ONGOMRK Canefulty.
Cordamazeping: Varapamil theray may INCradse carbamanspine
gunng therapy. This may produce
GArDAMATEMNNE 508 BHOCTS TuCh 3t Gipiopia. eadache. dtixd. o

dinness.
Ritpmpin: Tharapy with rfampin may markedly reduce oral
vRrapamil Diodvailabuity

Pianobersital; Pranobarbital therspy may mcrease verspamil
channcs.

y ¥ theragy may serym levais of
cyclaspann.

Theaphytiing: Verapamil enay intibst the clearance 4nd MCrease
the plasma levels of thaophyHine

Inkgizlion ARsthelics: Ammal expariments have shown that
IARLIANON anesthelics depress cardiovascular activity by
decrezsing the inward movement of taicium ions. When used

y. Inhalation and calcum antagonists.
3Uh 28 verapamil. should s2ch be Mirated caretully to avesd

Neurymussuinr Diacking Ageats: Clinical data and anienal
Stuies SuQQESt that verapama may potentiste tha acttviry of
NEUFOMUSCUIAr blocking agents (curare-kke and depotanzing). it
MRy e neCassary 10 decrease the dote of verapamu and/or the
dose of the neuromusCuiar bIOCKING 3gent when the orugs an
used concommantty

i k # Fartility: An 18-
month fomcAy $tuoy 10 rats. at a low muliple (§-lold) of the

@ngval hyperpasia

Hommic bad Lymphatic: acchymoss ©f brussing

Nerveus System: cergbr accident.

€IS0F0AIS. INSOMAIA. MUSCle CTRMDY, DArEStRESIA. psychotic

Il]l. nhrllgla ang rash. axaNthema. Nair ioss. hyperheratos:s.
Maculae, SWeIDN{. uriCARA. Sieving.Jonnson synorome. ervthemy
futtiorme.

Toe traquency
o1 CargwcuRSCULAr BOVErEs rCTONS THAr MEGINTE MEFApY 1§ rare: hence.
experince with thatr tredlment 1y \ymiteq. Whenaver severe

nwmmn ©f compiete AV bock occyrs igliowsng ordl aAMINISITAION
e TRHancy $hould De apphed
immedrately: 4.g.. et ¥ administered 'gopratergnol

nvdrochmmc norepingphning DitArimte. atroping suMtate (al in ihe

uUSUM doses). or caicium gluconat® (10% soluton) wn patmnts with

nypartrophic cardiomyopathy (IHS5). alpna-adranergic agems
nne ydrochianos. | bitartrate or

nydrachioride} should be used 1o mamian dlood pressure. and

mnrulluml and noreptnaphnne should tn svoaded. If turthe! support
¥

Irlly be pdeninistered. Actusl trestmen lnd doage snould gapend on

ne SEvety Of UM Chruca) 3UIB0N SN0 e wOgmWat 3nd sxpenence of

the treating physscan.

DVERDOSAGE

Overdose with verapamil may Wao to prongunced Nypotension.

bradyCargd. and cONGUCHION SYSIEM abnormaittes (£.0.. JUNCtOna!

rhythm with AV dissociation and hgh gegres AV BIoCk. Incluging

asystols). Other symptoms secondary 1o nyunprrlullon (LX']

MERbOI odosis, y

# convulsions) May e svident

Trod) 3 varaDAITW OVENCSAS 23 MNOUS 2N MAMTAIR COBSrVELION for at

Jeast 48 hours {especially verapamil hyor rrigase

tabiers), pretaradly under continugus hospeat care. Delsyeo

DRATTEACOOYTIRMIC CONSAQUINCES MY CCTur with fhe sustained mease

MaxMuM recommendsd human 0ose. and not the
toierares 0ose. Mo nof sugoest a tumongenic poraniu). There
was no gvidence of i tarCN0QeNtc DOMEATIAI Of verapamil
admimistered 1n the diet o) rars 107 Two years 2t doses oi 19, 35,
#nd 120 mg/kQ/gay or acprommately 1x 3.5x an¢ 12x
fespechively 1he manmym recommended human daily dose
{480 mg/aay or 9 & mgMg/aay)

Veraoami was not muzagenic in The Ames test 1n 5 test stramns 3t
3 mQ per plate with or withou! MAtadolic achvaton

Slugnes in lemale sats 31 Saiy Quetiry B0SES up 10 5 5 Iimes (55
MQ/kQ/0ay! the MaxiMum retommeanded human ose ¢id not
SNOw IMpaited fertiity EHects on maie teriity have nol been
determined

Pragnancy” Pregrancy Category C Reproduction stuthes have
Deer periormed h RADDAS N0 rgrs 3 ofal JO%EY up o0 15 (35
my/kg/dayr ang B (60 MQ/kGGav) thes the human oral daily
dose (ESDECTvely ano rm-e ceveaied no evigence of
targingarmity 11 (e 31 ROWEVE! 1NMY 1NUNMikie =i tha humen
dose wdi EMucygCidal ang retargen feral growth gng
development DroDably because of adverse maiernal sttects
feliected in reducee wegh! gaing of the oams This oral dose
N12s 3150 Deen ShOwN 10 CUSE Mypolensicn in rals There 3re NG
adeguale ang well-todirphed stygies m preghant women
Because animal reproducnon stydwes are not aways pregictive of
Ruman response (Nis Arug $houid o ysed dunng pregnancy
only it ciegrly nesded Verapamuil crosses the placental barner
4and can De derected 10 uMbilrar wiin DIOOD 3t dehvery

Lavor xnd Dedivery: 11 15 NOL known whneiner the use ol
VeIanamil Jurng 1AbO1 Or Qeivery has mmaddte of delayed
adverse efMeC1s oh the feILs O wheTher f profongs the quration
0! labor of ncreases the néad for torceps Selivety or ofher
COSIRINC Niervention Such Adverse experences have not besn
'eported in the Dletalure Qespite 2 10RG Nis1ory o uge of
verapamii in Eurppe i the treatment of cargiac Sige ettects of
DET2-30Tenergic aQomst 3Qents used 19 Tredl premature abor
Mursing Mothers: Veraoami s excrated in human midk  Because
of the potentia D! A0verse reactions M NUIsING infams frem
veI3pAMIl Nursing should De iSCOnNnuEd whie verapamil it
adminisiereq

Patistnic Use: Satety ang eHicacy of verapamil hyarochignae
exlenaed-reiease tablets in pediding Danents Detow the age ot 16
Vears Rave nol peen eslabished

Animy| #nsrmacoiogy and/or Ammal Taxicology: 10 chionic
ANMAL 1ORICHOQy STUGES veraami Caused IeAtCylar and/o!
Sulure line changes at J0 morhgday or greare: and trank
CAlaracts 31 62 5 mo/kpuady of gredier in he beagle dog ewt nol
in the ral Deveigpment of Cararacts due 10 veragami has nol
Deen reporizd i man

ADVERSE REACTIONS

S#110US JUVErSe 1EACHIONS ar¢ uNCOMMOR when verapam:
TNETADY 1S MILTEd with ypward Aose Nrahgn wiifeh the
fecommended single anc 10ta) Qait; dose See WARNINGS tot
WSCYSSION Of Peart failure NyDOTENSION SKevAled Iver enrymes
&V block and rapig ventricular response Reversidie (upon
Giscontinuition of verapgmil) non-0Biruthve paraiylic lieus ngs
been intrequently reporied 1n 4sS0CaH0ON with the use gl
verapamil The followong reactions 1o ofally aaminisiered
¥EI3DAMIl oicurred 31 rates grealgr than 1 0% or occurreq at
awer rates Dul appedred clearly grug-relaied « chiicar fnats
4954 patientsy

Conghpation 73h
Diuznness 33
Nausea 27
HyDOtNSIOr 258
Headacne 272%
Eoema 19,
CHF Pumonary Eaema 8%
FatQue 17%
Dysonea 148
Bradycardia tHR <50¢min) T Aty
AV Block ol 1° 2 3% 12%

2 ang 3* 0B
Rash 12%
Flustung 0 6%

Elevaled Liver Enzymes isee WARNINGS)

)

or & Known w decrease oas'lmlmmm transit ime
i Overdose. tabiets of amass nave
occasionally been reported 10 form mncmmns witfun the stomach of
intestines. These concrations have nol been visible on piain
TRAOQTAens of the abgomen, and no Medical means of gasiromtesingl
amptying 1s of proven afficacy in remaving them. Endoscopy might
raasonably be considerad in cases of Massive Ovardose whan

¥ are 0
Treatmem of gvergosage should be supportive etz sgrenergic
or parenteral of calcium etactions may
IMCraase Caichm won flux across thi Siow channel. and have been used
sitectively in treatment of o ge with
Continued trestemant with large doses of CAlGum may produce 3
response in  Mw regoried cases overdose with calcium channel
biogkers that was mitiaby relractory to atropine became more
r4SDONSIVE 10 This Irestment, when the patients recorved large doses
Iclose to 1 gramvhour for mors thwi 24 hours) of calcium chionde
Verapamil rannol te remuved by Memodulves Chnvesiy igafiram
hypotentive rasttions or nigh degret AV BIOCk Shouid De Treared wirh
VASGDresSOr JQRNTS Or CATDWC PACINg. respactively. Asystolg should be
haadted By the usual MHASUfes including cardioputmonary
resuscitation

DOSAGE AND ADMINISTRATION
Exseniial Nypsremsion
The dose of verapami Pyorochiohde extended-relaase tabiels should
be iIngraduahred by tration aad the drug should be adminstered with
1000 Initate therapy with 180 mg of extended-reiease verapam
fydrochionde [ablets. given i ihe morning. Lower. inital doses of 120
mQ 3 day may be warranted n patents who may have an ncredsed
TESpONse 10 verapamul {e.g.. the eiderty or $mall paople} Upwarg
frahon shoutt be based on therapiulic sticacy and safety evaludied
weRhly and approximately 24 nours aiter the previous dose The
antihyperiensive ettects o1 verzpamsi hydrochionds extenged-release
Tablets are gvideni within the hirst week ot therapy
)1 adeguale response 15 not obtained with 180 mg of verapam)
hydrochiorioe extendad-release kabists, the dose may be litrated
upwird in the toliowing mannar
ar 240 mg each morming
b1 180 mg each morning plus

180 Mg each gvening. or

240 mg eacn morming plus

120 mg each evening
Ct 240 mQ ¢very 17 hours
When swritting lrom immediate-raiease verapamil hydrochionge
tadlets 10 verapams hydsachionde exisnced-reiaase 1abkets the total
Gaily Jose 1h Migrams may remain the same
HOW SUPPLIED
Verapami hyarochionde sxtended-release 240 mg labiets, USP are
Suppned as ight tan coigred Capiule-shapec fim-coated labiers
conlammng 240 mg of verdpamil Pyarochionge The tabmet 15 tesacted
on pne Lide and debossed “dp 482 0N Ine difer side
Veraparhil hvdrochionde extenasa-reiease 120 mg tabiets are supphed
s hight pink Coiorad. capsute-shaped. lim-CoaTes bIEts Sontamng
20 my o verapamd hydrochionge Tha Labiets are debossed "dp 480"
on one side
240 mg (Iight 1an}-

Bome of 100-
NDC # 51285-487-07
Bettie of 500-
NOC # 51265-482-04
120 mp (WM pink)-  Bomie of 100-
NDC # 51285-480-02
Bottir of 500-
NDC # 51285-480-04
STORAGE: Store between 15* and 25°C (59 and 77°F)
Protect from light ang moesture
Dhgpense m a DONT bgnt-resrstant container as detined 1n the ISP
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monhary pressure above 20 TG OF CJEGiNAI naw”
ton lﬁmm). o in palients taking-beta-adrnengic
biocking agents of Tther cardiodepressant drugs. deteriors-
tion of vertricular function may uewﬂ;g Rﬂtﬂimﬁﬂ
Ac-nous}: . PPN ‘.... . vralesan

‘Fuaction: 1SOPTIN does not induce
Putmonary Fn.ﬂnw;m:m-w

TIONS AND USAGE .
mm%omn SR {verapamil HCI) is indicated tor the
maragement of essantial typertension.
CONTRAINDICATIONS o _

Verapamit HC! fs contralndicated in:
1. Severs Ieft vemricutar gystunction (ses WARN-

L] . -r L
ol N s

INGS) . o
2. Hypotension (Systolic pressur less than
90 mmig ) or cardiogenic shqﬁt
4_Siek sinus Syndrome (except in patients wiha
functioning astificial ventricutas pacemaker)
4, Secong- or third-degree AV binck (excpt in
patients with 3 functioning anificial ventriculat .

5. Patients wrn)m airial flutter or atvial fibriliation a
an accessory bypass tract (8.0., Wolti-Parkinsoh-
White, Lown-Ganong-Levine syndromes). {ses
NINGS).
& mms win)\ known hypersensitivity 1o verapamil
hydrochioride.
WARNINGS . _
Heart Falluee; Verapamil has a negative inolropic effert
which, in most patients, is compensated by HS herioad
reduction (decreased Systemic vascular resistance) proper-
ligs without a et impairment of ventriculdr performance. in
clinical sxperience with 4,954 patiants, 87 {1.8%)
devaiopeg congestive heart fallure or pulmonary edema,
verapamil Should be avoided in patients with severs left
ventricular dystunction (e.0.. aicc}ion fraction less than
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